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^--j: i/e 



umm 1 1 

*AUCJfc£i : 0. 5-1 : |ffE^MM»Jo 

it«^Aucjt#i : o. 5~i : 3. 5t*ib^ m$tmi^m<Dm&w.w.w.m 

Mo 

atOJflL^+AUCJt^l : 0. 5-1 : 2T-&£. 1*^2 ^IBmoS&MM^Jo 

^•/ntf;i/^;v=nj Kj*;w**^ Ktf^O 1 tt£/cfi 2«m±T-&&, It*S 1 - 3 ^ 
[f»« 5 ] 

ifWKfrf^fL-S^ ^s^MfcHL ^j-^BWL, 7v^ta, 9 

mi** 7] 

[»3fc® 8 ] 

^Hl^NF^JfiLt^^S (B) OSt (A/B) *J:O r /*fett^^^ > U Kxm->KO 
(A' ) t^m^#^FO^;V=fU K^>P*^r'> KOJflL^ffjftK (B* ) <0 
it (A' /B' ) 3& I 2*»T**. W*ai-7 0V»-ftL^tC|Btt^«&lftJ|Xia»iWo 

C> * * V ^Bl3#V v a, fit** 1 - 8 ©v»r*L*KBB*<0« 

1 0 ] 

umm 1 1 ] 

^;v=T'J K^itr/t^ti^©^fi9^W#*tt&*«>^**5iflL*+«K (A) fc&EI 
«#«F©jflL*"t»»JR (B) ©it (A/B) fcti^vrf'J K*;v*#~> Ko&ft 

M^itJK (A' ) t«4Hw^;v^'J K*;v**~> KojWFM (B' ) <*>Jfc ( 
A* /B' ) ** 2 Htrl5MMM»Jo 
[iff**I 12] 

ifitt#j-e*&> i~ii (D^-ffii^izun^m&m.ummMo 
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[0 0 0 1] 

K+ftftsett^fiwt*©**?)^ K«oft*« wr****) vmttwmt 

[0 0 0 2] 
[0 0 0 3] 

Hint, wuyffc^i,zttmztL&ffi<K&&<vMftm*&&.L*c>i-^b^ imm&z 

ti -e oft»* w JflLift 4» ^ * ±# d Wf^ffl * laia-r * * x ^ *B*^ ^ ^ 

ft-^H*&»2 HiJtii5 0// g/B*«:#U ^L30rM:i BJBfiSr 

LT5 0 ^ g-foiiSi-^ 0 *LT»liI*:feJ:tf*2jl5|efcti\ 1 BlIfcU"C-t*i 
^tilSO^g^itfeOO/* g£$:-5-U £3flSfil Sffli^i LT 7 5 0 ^ g X ») 
MiaL^ J0l«*»tt*J:a , «c^tt*#*Looii*U 2ti#:fi (lil 0 7 5 0- 1 2 5 
0/*g) *5fe«64fcv>-5 % **Tfl«l*ffl*R36ftJI***£i:*jSHII*< Sttrv>« ( 

[0 0 0 4] 

& 1 1 iz x *) i$m si-r & x vBLMMM&ibm < . mmm&fe&Kmtitz^fl' 

[0 0 0 5] 
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Tv^„ L*U SdORfctt^ ^;vrfV KSH**trftJfeiR«Ua««I Covert, 

[0 0 0 6] 

[tfttlfcltt 1 ] 1 1 - 5 0 7 3 6 1 

mftJCM2] #^2 002-51542 4^£ 
[#^E3] WO 02/07860 2^>7l/? h 
MMWBU] #^2 000-51405 3^<2r^ 
M(pH\fcltt5] WO 02/3813 9fA'>'7Vy h 
[#^^61 WO 02/6994 2^^7Vi? h 
l&VF£tR7] WO 0 3 / 1 3 6 1 lf^>7V7 h 
[#^ifc8 ] *H<2r^ 2002/0147236 

mftvtxwm mmmB^mmm] > *2 6jsu » a*fc ah 

2 0 0 3^ p. 2039 

mwtfffi®: L£7t-?& mm] 

[0 0 0 7] 

[I£gfc»ife-t-a£#><a3M?S:] 
[0 0 0 8] 

[0 0 0 9] 

Kat^tfft&»iRia»»i-c*^f. **=fu ks^^ 

;vrfi; KjR-ftiHfcO^ft < % l«fc©JfiLf*+AUCJfc* 1:0. 5-1 : 5 ft*, gf 

CJfc**i : o. 5~i : 3. 5-C-&&, «|BftftiftJfcfflWfflfcHi-*o 
UCJttfn : 0. 5-1 : 2T-&£. t»Kft&iRJRfl««KM1"*o 

[0 0 10] 
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(A) fc*BS!#1*©]IMIt*iME (B) ©Jfe (A/B) &£V/tt:lt'<*'*V K 
X^**'>KO««JliLtlt+»E (A' ) UHtt^O^^'J KOHtf 
iSJK (B* ■) <nik (A' /B* ) a* 2 n «TE«&iftJRfflS5fflfcW1-So 

* ti^ht'. *%W&, m>*V Jtf/i £ii-ew^ift&*im£*t£&£#tr^ 

]fo.&+»JK (A) (B) ojfc (A/B) Sitf/ffctt^i/rf 

>jK^;wt+yF^«™ (A' ) tWW^;^'n^;^^yK«Jlii 

&*i£jg (b' ) <d& (a' /B* ) a* 2 tRumsu&wmmMKw-r&o 

[0 0 11] 

*»W©ft&iRJ|HB*HBHc*v*TI±, «L#^o^=f'; K«fc^^y K«ft»*K&^ 
£< lffitojflL^^AUCJfc^ l : 0. 5~i : 5fct4itKi^^ mftMOM 

ifc J3 it * lUftffl £ IB* K«-T 
[0 0 12] 

) «®&#i$OM>«Jg (B) OJt (A/B) ^(Dm^, 
[0 0 13] 

ftHh»*>^*< ^ *> i«fc<*>JM*AUCJfcfc l : o. 5~i : st-rs. ^;v=nj k* 
litojflLW AUCJt^i :o. 5-1:3. 5. iDffiL<tti:o. 5~i: 
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it & MflsJB o±H fc #x. ^ ;w K»ft»«f * £ - * * * *= 46 - 

v/ussttL. 7y;hi, #ta*f)©iasfctt 

$tL*-5-Oi»Oft?«Jfll*+*K (A) t^m^Bt^M^^JK (B) ©It (A/B) * 
iC/tfeii^rfU k*/u**vk<&*MlIII*»£ (A' ) fc^®t£#^o^;v=fU 

vx)v***sv<Djkm*mm cb' ) ©Jt (a* /b* ) a* 2 tot itu*, 

[0 0 15] 

fc*tt*Mflsfli<0*«J: 0»*»K:ffd it^X'^^o tt*»»*^ ^^^VJUfta 
[0 0 16] 

(A) fc^ciattWojfiL«+»JK (B) ©Jfc (A/B) fcitf/ffcti^^'J K*** 

^^KofikiftjflLiBi^aifS (a' ) t<km& J 3-w<o'<fr*v \ f x****s vomm^mm ( 
b' ) (Dit (a' /b* ) tf2*m^&&*&wom&mmmMK£titf, ^;v=fv k 

igftCi * DAUB fcfiifc-fr UiiWI, &iXI/*tz \±-*fr*V * * * "> H 

[»W &fca&<z>&&tf>MI] 
[0 0 17] 

#§&^K£v>T. TAUCJ Area under the curve© H&f£^ & *K lfilJ&'t'ift^£ 

HI, ^7 7 J: X$S t C J: o Tit W:^Wlf ^Mt So ^O^m^ii. 
Milo Gibaldi & Donald Perrier, PharmacoKinetics, 2nd ed. (1982) KiB^S *LTV>£ 

»ii**i*-r*o 
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10 0 1 8] 

<?>^&< hfc iaojflLH*AUCik* i : o. 5~ l : 5 fc-raci t4r#mti-^ 0 ^» 
» K J: safleffi r«tfAUCJi:tti : 0. 5~i : 3. 

SitWK, 1 : 0. 5-1 : 2 L^o 

t\ KA^MJflLil^ftft (A) tW4H« l fIS (B) <oit (A/B 

) Sitf/t^ii^;^ 1 ; K****-> K^filJiifflS (A' ) fc^[U^#B#oM 
(B' ) cOJt (A' /B' ) £2*#tti-&£t£*0&TWt&£L£k^T-&£o 

A/B) iSJitf/Sfcli (A' /B' ) **2*iP|-C*«). 1. 5*T»-C**i^**»*L 

[0 0 19] 

iimHiitCJ:^ &*»iStt3& s !K*t:A0t*«3, L**£*lW*tttfHB;V»ji 
[0 0 2 0] 

[0 0 2 1 ] 

[0 0 2 2] 

HflLv^o 0. 5li%Mitt^ti:iotgMWIt LT-h0-&»ii 
[0 0 2 3] 
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• fHfte— #y v — , y ;i/g|2 -xf ^a^'>;v • ^ * * »J ;vH 2 -jc.-^- 

;vn* • * * * y )\>m Kf->^*1^, 7* y • T? V ;^2-xf;v 

[0 0 2 4] 

sistB&iB-ta) x ^v^v^rfA, ^'Hv/f v> (JfiiT. p i b tmz-f&) , 

^fU>-^^xv-Xfl/>/n^*i^ (JEJIT\ SBStH&l5i-^o ) , 
y-y?*J^ya'A (£JIT> SBRtH&Ifii-^) > #'J vndr-^y^^lf t<D^ 
S I SiP I B#!fiU, #£S I S#!L^. tOi^fcBfcJcliB^f-^ 

#J*oM£tF5fc:fr&^14£#IILT, 5-9 0K*%T**£i**$f* L<> Sfcfc 
10-7 Offi%t^^uH s ffJ L<, #131 0-5 0li%©it'3b^-i:^J L 

[0 0 2 5] 

fliyn*7t^;vf) , 7^77^, x?7i/^ *W**-fA' ($lx.{£> *y-^ 
fftn V**fllU tt*UdU h-;Wft> yvJj-t4W) , v'J^vi^K _ &3feBfti*x 

7'J>tA^^, 4:A'v^yW % •bAy>iyM7 7'nn , ;i/) , v'^w^y 
#';xfwy/';a-*, t'JfJ^y'Vn-JK 7*nt'l/>7y3-;K y7 
tttTvy^y 3-;K h'J7"tf>, ^x>Sf'Jxf;v, ^ n ^ 5 h V^i&&Vf h ti& 
o #CIi^7 7rA WJ7*fy, 5 y^x>m>f V7*nif;K t^y>*yxf 

[0 0 2 6] 

^tft?, 10-70 ffJL<lilO~60 ®S%> $ <b t < 1 0 - 5 0 

[0 0 2 7] 

nyv, Dy>^^n'J>x7f^ TK^ni;^, 7fo8sn yX^y -ty yj^-r^K 
oyv^v^x^H^f^) . JBfEKI&jfil^b**#Ji (flictf7fl/3>P 

i o o. sgjiHk^x*) . mmmimmtfcmmm * >>b 170. h** 

*>) s x;w^TO yrnyp-l 2 5. t^7T?*^) > "v W >m 

^^^^iiJ^^^^Mft^^* 1 -^^ 5-7 0SC*%> 0*b<tt5~6O5t 
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[0 0 2 8] 

*"<W (Azone) , (Azone) S§^#> tf XX^TiJ 

7 y -t y j-^ x ;HS> y o t? v > ^ V 3 - frmtisWt^x ? v ;v tr * vfllflfr 

(Span^) iK'jVM-h^ (Tweenl) > sp'Jxf l/V^'J 3 — 
jjn;**3/:tf-V>flHfcfc-T->«i* (Hcom) , 

[0 0 2 9] 

A#«ltrtt*yu^», *-/'J>E *^dv», ?*y>BU 

Xf7'J>E -fVXfTT/Sl, V^-^E U^V>m. 7* 

Kt*~>;w ^;v5 9>m-fe9;K -y-yf-^m. f-^m* f-JK t'Jf;vfifv>^ 
yn-;K *>r&flfc. $->f&my9;K *vy->K ILm-t9-;v> ?L»9*y>K fl^-x- 

-t y W y 9 ^ v- K ^u-ty * vs.— K v )i>\£? y^s y?v- ->a^ 

t ;7^l/-l., #yv;i/^J-h2 0. If V>^y ^nt'VV^Jn-M 

/9*l/-K ^IjXf W^i; 7? V"- K ^'JXfV>^'j3-M^ 

*^->a^ix>9* i ;;VJi--r;K HCO-60, tfn^^r f *>, * 

[0 0 3 0] 

r o oi~20Jti%"?*iiWiK^ ?^»*L<ii0. 05~ioM 

, by) ih& yntwm, 

;vm il» w>fv^ e;nf>m> =">9m. ssm^) > a?****")* 

^sTow*.**, ?**m> t'Jf^E 5fcA«U T-fef-^yf-^HMJ 5 ) , r^*** 

jblt thepesj tv&m-rz) m . ^-^mmm^ ftKna-^wf 
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&m 2 0 0 3 -3 7 3 6 0 1 : 8/ 

<bt'$fiL<{4, 0. 1-1 5R*%, #K#SL< tiO. l~10fi%©itE^$ 
[0 0 3 2] 

Mt:$tt, »fb£iJ N ^sftffl, $«3U BfrJBjJRU iMtWI^ffli'^ii: 

u*c s sY)V^V (BHT) , ■/f;VkKoJfy7-V-^3IL^o ft^WtLXlt 
v^*v*a^) , tiKBt" 1 ^^ ra*;i/~>^A x Ml&ift*^^^ a % BMfclE 

[0 0 3 3] 

iOJ^&ftmft^k fimM, $tt$U K>E#k ^MiRSiJ{i> ^ft^IfiftM^ 
ii^)«^(?)flt:io'i/>-c, ffiKlil 0 JC#%mT\ $ h Kftt L < 12 5 MM 

[0 0 3 4] 
[0 0 3 5] 

ft, *°v«7v*>, j^u^^x^, *°vrafc*->>K sKVMe-'j r>> 

[0 0 3 6] 
[0 0 3 7] 

mmw i ) 

SIS 10.0% 

DURO-TAK7* V ;M&*#J 8. 0% 

T^U;V^*°U-7- (t'f K7^?hEPO) 10. 0% 

M^f&ffliStffcTfcSf «|g (7;V3>P 1 0 0) 35. 0% 

IS^7 7^ > 15.0% 

fttt 6. 0% 

S^m^- h'J^A 2.0% 

^ v;i/^;v^U K 9.0% 

?VV-Y 2. 0% 

v^f7V;v7;v3-^ 3. 0% 
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10 0. 0 % 

[0 0 3 81 
[0 0 3 9] 

(1) ^7^v7^^iiiKi 

m-mnmttz7u-*)\,-*;)\, (5 cm 2 ) ksi^l^o ^K/fffl^ifem ^#v>t 
fcmx*) immMtzt) <7>MMmmitnmL, ^mmm^m^&mmMmmz^tzo 

[0 o 4 o j 

(2) H h&/»jtii«m 

ux^v zfcfg&MU,mtmffi.KmfcLfz 0 mmm i K^xnhfitzmm<owL± 

[0 0 4 1] 

(3) w*n&M-%%m®.m.m. 
M?tMD%mx-<D¥ i m^i k^i- 0 

[0 0 4 2] 

(4) mmmmmi 

%mmi K&^mbiifzunmtiMi}*-?™--?* y^^^^-Ru^-^m^mK 
mm**? v--7M%.miz£ *)m%.Ltz 0 ttz, &B\% j ?mwLj&fr<n&*.?zLm* 
^mxmmLtzo mmmmzmmm^tozo, mm$>z>i><D*xtLxmm 

[0 0 4 3] 
1^1] 





(1 g/cm 2 /hr) 




mm®®. 


mmm 1 9.03 


1.19 


0.83 


0 



[0 0 4 4] 

(5) KY%.®&5-K£zmmw]mMm. 

^fib^^mK^^sssLm^MmK-o^xii^ 112*3^^113 iz^n^ti^Ltzo 
ttz, &&m.%kz&w2>mftm<r>mmz'D^x, m^K^i-o 

[0 0 4 5] 
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Tmax 
(hr) 


Cmax 
(pg/mL) 


AUC^co 
(pg'hr/mL) 




50 /zg 


3.4 


6.7 


98.0 




1.35mg (2cm 2 ) 


30.5 


8.1 


359.0 




2.7mg (4cm 2 ) 


32.8 


14.5 


633.8 


5.4mg (8cm 2 ) 


31.0 


34.6 


1578.3 




10.8mg (16cm 2 ) 


35.0 


69.2 


3089.9 


[0 0 4 6] 
[^3] 






Tmax 
(hr) 


Cmax 
(pg/mL) 


(pg'hr/mL) 




50 //g 


0.7 


417.0 


1384.2 




1.35mg (2cm 2 ) 


28.5 


8.3 


369.8 




2.7mg (4cm 2 ) 


32.8 


11.9 


578.3 


5.4mg (8cm 2 ) 


32.0 


30.0 


1312.6 




10.8mg (16cm 2 ) 


37.8 


74.1 


3478.5 



[0 0 4 7] 







mmmi 




50#g 


2cm 2 M 




16cm 2 ®i&l 


mm. 4 


1 


0 o 


0 


i 


1 


0 o 


0 


mm i 


0 


0 0 


0 


&m 6 


2 


0 0 


0 



[0 0 4 8] 

^2^iy f 3±^ ^vy^^t, »J1 ®4H. 35mg. 2. 7mg, 5 
. 4mgi5J:rKl 0. 8mgo -g-*L-r*L2 cm 2 , 4 cm 2 . 8 cm 2 SsXTFl 6 cm 

AUCJtfi, -etL^ftl : 1 4. 1, 1 : 1. 0 3, 1 *. 0. 9 1, 1:0. 8 3^*^ 

1:0. 8 9t4o/:„ ^m^m^mmm}^^^ ji,*****) 

Kh-eoft»<7>AUC.Ifc# f . 7-1/14 t^^tC/Js^^o^: 

o iO^OliJ^ffl (Bfc^> #5&B<0«&&ttffl«*a«:«:#Lfc» 

^-^^v^Tii. ^;vv^^^lt^^U^^J: «?B^^^^/J^^^^ (^4) 0 t < C 
. ±!5AUCJfcrt s l : 1. 0£JLT-C**2. 7mg, 5. 4 mg*3 itf 1 0. 8mgS4 

[0 0 4 9] 

(5) £*VvcJ8v>:fc*aBW«!>3*, *HWHJfi«l 8 cm 2 «!l*J:Vl 6 

cm 2 feCCfiP*!^**^^ * * 2 4l*WIBIHIt?9i«a9:#-U*:*&^ 

^i6fc 0 K*A'**-S'Kfcov>TWU 16 cm 2 l|iJ^y5aV-^ 

2|s:^W^Ma»J^ ;: ^ v ' T{i ^ #IIl&#KJ3V>Tifl^L^M*sl;g£2 4I$N 
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[0 0 5 0] 

iHfatJg (A) fc*=iia*-^i*©JlMI»t»»K (B) <^Jt (A/B) is«J:^;v=ri; 

KtHi-iiaiiiift^^^it******** (A' ) kiiniattWoiiMt*** 

(B' ) <Dit (A' /B' ) W\ W«iOTma x**3 OHH^Siil^MlL 
, 1 . 0 & o £ (04*^1^5) o 

^?^^i:*v>tl4, ^-IllS^tofilJliit^M (A) (±6. 7 0pg 

B) til. 3 5 p g/m l fcfcofco Lfci^oT, y ? * K*JV>T»i, A/B = 4 

. 96 (6. 70/1. 35) o (HI 4) □ 
[0 0 5 1 ] 

Mstm^mm (a) t^-m^^o«+M (b) <d& (a/b) isi^^^v k 

l&m (B* ) OJfc (A' /B' ) & 2 ^;V=n; Kg#:|3 ZTF*<D£.tt 
[0 0 5 2] 

[0 0 5 3] 

[mi] K«#*ig&iRjRawjo-js««:^i-iaT?*4 0 
jiiL*+«flfoig«*as'fb*^-tia-c*«o 

[EI 3] $HiW^;vrf'J KIH^iBI&iftJRa»#J*mEI«:^-LfclRo, ±<ftaM& ( 
[HI 4] ♦ftWO^rf'J K»^jg&!RJRa*#J*>i»a#bfcl»0, ^:f>J K 
[115] *5SKO^^rfy Ki^tI&MIfi^»4t?ti©, K 
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[0 0 5 4] 

1 • • • 

2 • • • S4te#tt**1IJ| 

3 . . . yjj-^jg 
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[HI] 




B#[f8(hr) 



[H3] 
400 r 
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: 3/E 




mm 2 0 0 3-3 7 3 6 0 1 v : 1/E 



«ft»»0^4< t«> lttfcOJfiLfl't'AUCJfc* 1:0. 5-1 : 5fc"ta, 1frK£&«R 

Itll (A) t)k®&tt<DAM#mBL (B) Ojfc (A/B) *»2*»-C*«, lWSB« 
[*&B9] HI 1 
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Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 



□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 



IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



BEST AVAILABLE IMAGES 




LINES OR MARKS ON ORIGINAL DOCUMENT 



